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DETAILED ACTION 

Election/Restrictions/Status 

Applicant's election without traverse of "melanoma" as the type of cancer in the reply 
filed 7/13/2009 is acknowledged. 

The previous Action acknowledged Applicant's election without traverse of Group I, 
claim(s) 23-34 and 38-45, drawn to a method for treating cancer, comprising administering at 
least one oligonucleotide, and to an antisense oligonucleotide and pharmaceutical composition 
thereof Also acknowledged was Applicant's further election without traverse of "carcinoma," 
and with traverse of "TGF-beta 2" and "SEQ ID NO:30." 

Claims 23-45 are pending. 

Claims 34-38 and 45 are withdrawn from further consideration pursuant to 37 CFR 
1.142(b), as being drawn to a nonelected invention, there being no allowable generic or linking 
claim. Applicant timely traversed the restriction (election) requirement in the reply filed on 
11/24/2008. 

Claims 23-33 and 39-44 are examined herein. 

Claim Objections 

Claims 24 and 44 are objected to because of typographical (spelling) errors: "metasteses" 
and "metastase." 
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Specification/Sequence Compliance 

Applicant's amendment to the specification and addition of an inadvertently omitted 
drawing filed 1/25/2008 is acknowledged. It is noted the omitted drawing is found in Provisional 
Application 60/558135 and is accepted pursuant to 37 CFR 1.57. 

The disclosure is objected to because of the following: This application contains 
sequence disclosures that are encompassed by the definitions for nucleotide and/or amino acid 
sequences set forth in 37 CFR 1.821(a)(1) and (a)(2). However, this application fails to comply 
with the requirements of 37 CFR 1.821 through 1 .825 for the reason(s) set forth below or on the 
attached Notice To Comply With Requirements For Patent Applications Containing Nucleotide 
Sequence And/Or Amino Acid Sequence Disclosures. The specification as filed does not 
comply with the requirements above, in particular 1.821(d) at least, because it contains 
nucleotide sequences of over 10 nucleobases each that are not identified by accompanying 
sequence identifiers. 

For example, the sequences set forth at pages 47-80 are disclosed without corresponding 
SEQ ID NO: identifiers. This is but a sampling of the many sequences set forth in the instant 
application without SEQ ID NO: identifiers. Applicants are advised to review the entire 
application — claims, drawings, and specification — for complete compliance with the Sequence 
Rules. 

Thus, the Examiner notes herein that the above listing of pages and figures which set 
forth examples in the specification of nucleotide sequences that require SEQ ID NO: is by way 
of illustration . In order to be fully responsive to this Office Action, Applicant should review this 
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application in its entirety to ensure compliance with the requirements of 37 CFR 1 .821 through 
1 .825 and to make all appropriate corrections . 

Failure to comply with these requirements will result in ABANDONMENT of the 
application under 37 CFR 1.821(g). 



Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. A nonstatutory obviousness-type double patenting rejection 
is appropriate where the conflicting claims are not identical, but at least one examined 
application claim is not patentably distinct from the reference claim(s) because the examined 
application claim is either anticipated by, or would have been obvious over, the reference 
claim(s). See, e.g., In re Berg, 140 F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re 
Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 
USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re 
Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d) may 
be used to overcome an actual or provisional rejection based on a nonstatutory double patenting 
ground provided the conflicting application or patent either is shown to be commonly owned 
with this application, or claims an invention made as a result of activities undertaken within the 
scope of a joint research agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fully comply with 37 CFR 
3.73(b). 



Claims 23-33 and 39-44 are provisionally rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 13 and 16 of copending 
Application No. 1 1/647586. Although the conflicting claims are not identical, they are not 
patentably distinct. 

The conflicting application claims an antisense oligonucleotide (SEQ ID NO: 83) 
disclosed as useful for inhibiting the expression of TGF-P and for treating neurofibroma, 
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malignant glioma including glioblastoma, and skin carcinogenesis. Accordingly, it would have 
been immediately obvious to administer the antisense to a subject as now claimed, including 
such subjects having skin cancer such as melanoma. All effects inherent to the administration of 
the oligonucleotide would be obtained thereby, including those recited in the instant claims. It is 
noted the conflicting application does not claim an oligonucleotide identical to instant SEQ ID 
NO:30. However, the instant claims continue to recite several oligos that may be identical or 
patentably indistinct from conflicting SEQ ID NO:83. Applicant is in the best position to make 
that determination. 

This is a provisional obviousness-type double patenting rejection because the conflicting 
claims have not in fact been patented. 
*** 

Claims 23-33 and 39-44 are provisionally rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 20-26 of copending 
Application No. 10/146058. Although the conflicting claims are not identical, they are not 
patentably distinct. 

The conflicting application claims several different antisense oligonucleotides disclosed 
as useful for inhibiting the expression of TGF-p 1 and for treating neurofibroma, malignant glioma 
including glioblastoma, and skin carcinogenesis. Accordingly, it would have been immediately 
obvious to administer the antisense to a subject as now claimed, including such subjects having 
skin cancer such as melanoma. All effects inherent to the administration of the oligonucleotide 
would be obtained thereby, including those recited in the instant claims. It is noted the 
conflicting application does not claim an oligonucleotide identical to instant SEQ ID NO:30. 
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However, the instant claims continue to recite several oligos that may be identical or patentably 
indistinct from those recited in the conflicting claims. Applicant is in the best position to make 
that determination. 

This is a provisional obviousness-type double patenting rejection because the conflicting 
claims have not in fact been patented. 

*** 

Claims 23-33 and 39-44 are provisionally rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 1-3, 5-7, 18, 20-24 of 
copending Application No. 10/581547. Although the conflicting claims are not identical, they 
are not patentably distinct. 

The conflicting application claims antisense oligonucleotides and pharmaceutical 
compositions thereof comprising sequences identical to those recited in the instant claims, 
including SEQ ID NO:30, for inhibiting the expression of TGF-P and for treating melanoma. 
Accordingly, it would have been immediately obvious to administer any of the antisense 
oligonucleotides to a subject as now claimed to subjects having melanoma. All effects inherent 
to the administration of the oligonucleotide would be obtained thereby, including those recited in 
the instant claims. 

This is a provisional obviousness-type double patenting rejection because the conflicting 
claims have not in fact been patented. 



Claim Rejections - 35 USC § 112, second paragraph 
The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 
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The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 23-33 and 39-44 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention because of the recitation "or its active derivative." One of skill 
in the art would not know the metes and bounds of the term because the specification has not 
clearly defined how and to what degree a compound can differ from the claimed compounds and 
still be considered an active derivative within the scope of the claims. The term reasonably 
embraces a multitude of structurally distinct nucleic acid-based compounds, including 
compounds comprising any type of non-nuclcic acid clement, group, or moiety, and the 
specification does not reasonably enable one of skill to envision the group of compounds 
specifically included or excluded by this limitation. 

Correction is required. 

Claim Rejections - 35 USC §103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 
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2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1.56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

Claims 23-33 and 39-44 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Schlingcnsicpen et al. (US Patent 6,455,689) "Antisense-oligonucleotides for transforming 
growth factor-P (TGF-P)" in view of: 

1 . Fakhrai et al. (US Patent 6, 120,763)"Compositions and methods for enhanced 
tumor cell immunity in vivo"; 

2. Monia et al. (US 2004/0006030) "Antisense modulation of TGF-P2 expression"; 
and 

3. Reed et al. (1994) "Expression of transforming growth factor-beta 2 in malignant 
melanoma correlates with the depth of tumor invasion. Implications for tumor 
progression" Am J Pathol. Jul;145(l):97-104. 
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Schlingensiepen et al. disclosed and claimed antisense oligonucleotides and chemically 
modified derivatives thereof for inhibiting the expression of TGF-P2 and treating various 
carcinomas, including skin carcinogenesis (see entire disclosure, including col. 6, lines 20-30). In 
one embodiment the antisense oligonucleotide recommended and claimed (SEQ ID NO:72) is 
identical to instantly recited SEQ ID NO:30 (col. 2). As evidenced by the instant claims, SEQ ID 
NO:30, and therefore SEQ ID NO:72, is an oligonucleotide that inhibits the formation of 
metastases and production of TGF-beta2. 

It would have been obvious to use any of the anti-TGF-P oligonucleotides disclosed by 
Schlingensiepen ct al. to treat melanoma (and consequently inhibit metastasis) in a subject in 
view of the fact that Schlingensiepen et al. specifically teaches the antisense are useful for 
treatment of skin carcinogenesis, given that melanoma was a well recognized form of skin 
carcinogenesis at the time of invention, and further given that Monia et al., Fakhrai et al, and 
Reed et al. taught the correlation between TGF-p2 expression/production and malignant 
melanoma and specifically recommended using antisense oligonucleotides to inhibit the 
expression of TGF-P and treat cancer. 

For example, Fakhrai et al. disclose and claim a method for prolonging survival of a 
subject having melanoma, comprising administering to said subject a therapeutically effective 
amount of genetically modified cells containing a genetic construct expressing an antisense 
oligonucleotide that inhibits the expression of TGF-P, including TGF-P2 (see disclosure and 
claims). 

Monia et al. disclosed methods and materials for making and administering nuclease 
resistant antisense oligonucleotides to inhibit the expression of TGF-P2 and thereby treat various 
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hyperproliferative diseases in a subject. Monia et al. taught the association between TGF-P2 
expression and various forms of cancer, including melanoma, stating the prior art had disclosed 
that TGF-beta 2 was found to be expressed in all uveal melanomas tested (par. 12). It is taught 
the antisense oligonucleotides disclosed therein may be used in diagnostics, therapeutics, and 
prophylaxis, and that antisense oligonucleotides in general have been employed as therapeutic 
moieties in the treatment of disease states in animals and man. Antisense oligonucleotide drugs, 
including ribozymes, have been safely and effectively administered to humans and numerous 
clinical trials are presently underway. It is thus established that oligonucleotides can be useful 
therapeutic modalities that can be configured to be useful in treatment regimes for treatment of 
cells, tissues and animals, especially humans (par. 50). 

Reed et al. suggested that TGF-beta 2 expression in malignant melanoma may be a 
critical event in the development of deep invasion and metastases in malignant melanoma. 

Accordingly, the instantly claimed methods would have been prima facie obvious at the 
time of invention. 

*** 

Claims 23-33 and 39-44 are rejected under 35 U.S.C. 103(a) as being obvious over 
Schlingensiepen et al. (US 2007/0196269; 10/581547) and, in the alternative, Schlingensiepen et 
al. (US 2008/0214483; 1 1/647586), each independently in view of: 

1 . Schlingensiepen et al. (US Patent 6,455,689) ' Antisense-oligonucleotides for 
transforming growth factor-P (TGF-P)" in view of: 

2. Fakhrai et al. (US Patent 6,120,763) "Compositions and methods for enhanced 
tumor cell immunity in vivo"; 
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3. Monia et al. (US 2004/0006030) "Antisense modulation of TGF-P2 
expression"; and 

4. Reed et al. (1994) "Expression of transforming growth factor -beta 2 in 
malignant melanoma correlates with the depth of tumor invasion. Implications 
for tumor progression" Am J Pathol. Jul;145(l):97-104. 

The applied references each have a common inventor with the instant application. Based 
upon the earlier effective U.S. filing date of the reference, it constitutes prior art only under 35 
U.S.C. 102(e). This rejection under 35 U.S.C. 103(a) might be overcome by: (1) a showing 
under 37 CFR 1.132 that any invention disclosed but not claimed in the reference was derived 
from the inventor of this application and is thus not an invention "by another"; (2) a showing of a 
date of invention for the claimed subject matter of the application which corresponds to subject 
matter disclosed but not claimed in the reference, prior to the effective U.S. filing date of the 
reference under 37 CFR 1 . 1 3 1 ; or (3) an oath or declaration under 37 CFR 1.130 stating that the 
application and reference are currently owned by the same party and that the inventor named in 
the application is the prior inventor under 35 U.S.C. 104, together with a terminal disclaimer in 
accordance with 37 CFR 1 .321(c). This rejection might also be overcome by showing that the 
reference is disqualified under 35 U.S.C. 103(c) as prior art in a rejection under 35 U.S.C. 
103(a). See MPEP § 706.02(1)(1) and § 706.02(1)(2). 
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Schlingensiepen et al. (US 2007/0196269) and Schlingensiepen et al. (US 2008/0214483) 
each disclosed antisense oligonucleotides and methods of use thereof within the scope of the 
instant claims for inhibiting TGF-P2 expression and treating skin carcinogenesis in a subject. 

Prior art references 1-4 are relied on for the reasons given above in the rejection of the 
claims under 35 USC 103. As a whole the prior art reasonably suggested inhibiting the 
expression/production of TGF-02 using antisense oligonucleotides to treat various forms of 
cancer, including melanoma, as implied by Schlingensiepen et al. in each of the applications 
above. 

Accordingly, the instant methods would have been prima facie obvious at the time. 
Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Louis Wollenberger whose telephone number is (571)272-8144. 
The examiner can normally be reached on M-F, 8 am to 4:30 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, James (Doug) Schultz can be reached on (571)272-0763. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 

Application Information Retrieval (PAIR) system. Status information for published applications 

may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 

applications is available through Private PAIR only. For more information about the PAIR 

system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 

system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 

like assistance from a USPTO Customer Service Representative or access to the automated 

information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Louis Wollenberger/ 

Primary Examiner, Art Unit 1635 

September 15, 2009 



